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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the application- 
Listing of Claims: 

1. (Cancelled) A mothod for d e liv e ry of a therap e utic n e urotrophin to damaged, diseased or 
dofootivo nourons in th e mammalian brain, th e m e thod oompricing dir e ctly d e liv e ring a 
n e urotrophic? oompftsition, comprising a nourotrophin e ncoding e xpression v ootor, into one or 
mores dolivory oitog within tho brain; wher e in th e n e urotrophin So oxpross e d in a c e ll that io, or is 
i a - proximity to, a d e f e otivo, disoasod or damag e d neuron; and wh e r e in further contort - with th e 
n e urotrophin ameliorat e s th e def e ot, disease or dam ager 

2. (Cancelled) The m e thod according to Claim 1, wher e in tho rogion of th e brain containing 
the torgotod nourons is tho {subs tantia nigra. 

3. (Cancelled) Th e mothod according to Claim 2, whoroin th e targotod nourons arc 
dopamin e rgic n e uron sr 

4. (Cancelled) Th o mothod according to Claim 1, wh e roin th e e xpr e ssion voctor ig a 
t e ntiviral v e ctor. 

5. (Cancelled) ¥ h e m e thod according to Claim 4 , wh e rein tho neurotrophic oompoGition is a 
fluid having a concentration of nowotrophin e ncoding viral particl e s in th e rongo from lO^.-te 
^6^. partioloG por ml of n e u r otrophic compositio n? 

6. (Cancelled) Th e m e thod according to Claim 5, whoroin from 2.5 ^il to 25 fil of tho 
n e urotrophic oomposition i s d e liverod to oach delivery site ? 

7. (Cancelled) Th e m e thod according to Claim 1 , wh e r e in the troatod mammal is a human 
and tho expression voctor encodes a human nourotrophin, 
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8. (Cancelled) Tho mothod according to Claim 7, wh e r e in th e nourotrophin is human glial 
qoII deriv e d n e urotrophic factor (GDNF). 

9. (Cancel! ed) Th e m e thod aooording to Claim 7,- whoroin the human is oufforing from 
Parkinson's) dipoaflo, and th e dis e ase io omolioratod by stimulation of growth of dopominorgio 
aeurons, 

10. (Cance)led) The mothod according to Claim 9, whoroin th e dis e ase io ameliorated by 
rovoroal of d e ficit s in motor function as s ociat e d with th e- Parkin s on's dise ase? 

11. (Cancelled) Th e m e thod according to Claim 7, wh e r e in tho human is suff e ring - fee *** 
Alzh e im e r's dia e aao, and th o dis e as e is omeliorotod by stimulation of growth of cholin e rgic 



12. (Cancelled) Th e method according to Claim 11, wher e in th e disoaao is am e liorat e d by 
improvement of oognitivo function whoso impairm e nt was associatod with Alghoim e r's diacaoo. 



13. 


(Cancelled) 


The method aooording to Claim 1, whoroin tho nourotrophin-ia nourturin. 


14. 


(Cancelled) 


The method aooording to Claim 1, whoroin the neurotrophin is NGF. 


15. 


(Cancelled) 


The method aooording to Claim 1, whoroin tho nourotrophin io NT 4/5. 


16, 


(Cancelled) 


¥he method aooording to Claim 1, wherein tho nourotrophin is persephin.- 


17. (Cancelled) The method aooording to Claim 1, wharein tho oppression voctor is an 
adeno aooooiatod voctor. 



18. (Cancelled) Th e m e thod aooording to Claim 4 , wh e rein th e le ntiviral expression v e ctor is 

my i. 
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19. (Cancelled) Th e method a ccording to Claim 1, wh e r e in the nourotrophin is exprooo e d 
within 500 [am of a targ e t e d c e ll 

20. (Cancelled) Tho mothod according to Claim 1, wh e roin oach direct deliv e ry si to is no 
mor e than 10 mm from anoth e r diroot delivery sito r 

21. (New) A method for delivery o f a therapeutic neurotrophin to targeted defective. 
diseased or damaged dopaminergi c neurons in the mammalian brain, the method comprisin g 
directly delivering a neurotrophic c omposition, comprising a neurotrophin encoding transp^n^ 
into one or more delivery sites within a region of the brain containing targeted neurons, whereby 
the transgene is expressed in. or within 500 urn from, a targeted cell, and no more than about 1 0 
mm from another delivery site: an d wherein further contact with the neurotrophin ameliorates the 
defect disease or damage. 

22. (New) The method according to Claim 21. wherein the region of the brain containing the 
targeted neurons is the substantia ni^ra. 

23. (New) The method according to Claim 21, wherein the expression vector is a lentiviral 
vector. 

24. (New) The method according to Claim 21. wherein the treated mammal is a human and 
the expression vector encodes a human neurotrophin. 

25. (New) The method according to Claim 24. wherein the neurotrophin is human glial cell- 
derived neurotrophic factor ( GDNFV 

26. (New) The method according to Claim 22. wherein the human is suffering from 
Parkinson's disease, a nd the disease is ameliorated bv stimulation of growth of dopaminergic 
neurons. 

-5- 

DLMR252532.1 

PAGE 10/19* RCVD AT 5/4/2004 4:53:41 PM [Eastern Daylight Time] » SVR:USPT0-EFXRM/3 * DNIS:8729306 * CSID: * DURATION (mm-ss):04-44 



MAY. 4. 2004 1:55PM " 8587926773 FOLEY AND LARDNER" " NO. 0304 — P. 11~ 



Atty. Dkt. No. 041673-2054 

27. (New) The method according to Claim 26. wherein the disease is ameliorated by reversal 
of deficits in motor function associated with the Parkinson's disease. 

28. (New) The method according to Claim 21. wherein the neurotrophin is neurturin. 

29. (New) The method according to C laim 21. wherein the neurotrophin is NGF. 

30. (New) The method according to Claim 21, wherein the neurotrophin is NT-4/ S. 

31. (New) The method according to Claim 21, wherein the neurotrophin is persephin, 

31 (New) The method according to Claim 32. wherein from 2.5 ul to 25 ul of the 
composition is delivered to each delivery site. 

33. (New) The method according to Claim 21. wherein the expression vector is an adeno- 
associatcd vector. 

34. (New) The method according to Claim 23. wherein the lentiviral expression vector is 
HIV-1. 
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